Tumor necrosis factor-beta +252A polymorphism is associated with systemic lupus erythematosus in Taiwan.
Cytokine network alterations contribute strongly to the initiation and perpetuation of systemic lupus erythematosus (SLE). This study investigated the cytokines production and polymorphism association of cytokines with SLE in Taiwan. The cytokines investigated included tumor necrosis factor-alpha (TNF-alpha), TNF-beta (TNF-beta), interleukin (IL)-4, IL-10 and transforming growth factor-beta1 (TGF-beta1). Genotyping of different cytokine genes was performed using polymerase chain reaction and restriction fragment length polymorphism methods in 136 patients. The cytokine levels in the supernatants of cultures of peripheral blood mononuclear cells (PBMCs) were determined by enzyme immunoassay. The rates of genotype polymorphism of TNF-beta +252, IL-4 -590 and IL-10 -819 were significantly correlated with SLE. However, only the genotype frequency of TNF-beta +252A was in accordance with Hardy-Weinberg equilibrium and significantly greater than in the normal group. The stimulated PBMC culture supernatants from TNF-beta +252A carriers produced lower levels of TNF-beta compared to TNF-beta +252G/G homozygotes. Moreover, TNF-beta levels in stimulated PBMC culture supernatants were negatively correlated with those of IL-4, IL-10 and TGF-beta1. It is possible that TNF-beta plays a modulatory role in the expression of these 3 cytokines. TNF-beta +252A polymorphism, other than TNF-alpha, IL-4, IL-10, and TGF-beta1, is significantly associated with SLE in Taiwan.